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INFORMATION DISCLOSURE STATEMENT
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Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

Sir:

In accordance with the duty of disclosure imposed by 37 C.F.R. § 1.56 to inform
the Patent and Trademark Office of all references coming to the attention of each
individual associated with the filing or prosecution of the subject application, which are or
may be material to the patentability of a claim of the subject application, Agent for
Applicants hereby directs the Examiner's attention to references J1-J99 listed on the
attached Form SB/08. Copies of non-U.S. patent references J22-J29, J71-J72 and J81-J99
are enclosed.

Copies of references J30, and J37-J40 were previously submitted to the Patent and
Trademark Office with Applicants’ Information Disclosure Statement filed June 10, 2005.
Copies of references J31-35, J41-J59 were previously submitted to the Patent and
Trademark Office with Applicants’ Information Disclosure Statement filed August 26,
2005. Copies of references J36 and J60-J70 were previously submitted to the Patent and
Trademark Office with Applicants’ Information Disclosure Statement filed September 23,
2005. Should the Examiner require additional copies of any of these references, please
contact the undersigned.

Copies of references J73-J80 were submitted by Applicants or cited by the
Examiner in connection with U.S. Application No. 09/507,968, filed on February 23,
2000, to which the instant application claims priority under 35 U.S.C. § 120. Pursuant to



37 CFR. §1.98(d), the Examiner is directed to the file of U.S. Application
No. 09/507,968 for copies of references J73-J80. However, should the Examiner require
additional copies of any of these references, please contact the undersigned.

Identification of the listed references is not to be construed as an admission of any
individual associated with the filing or prosecution of the subject application that such
references are available as “prior art” against the subject application. Furthermore,
Applicants do not waive any rights to take appropriate action to establish patentability over
any of the listed documents should they be applied as references against the claims of the
subject application.

The listed references are presented so that the Patent and Trademark Office can
determine any materiality thereof to the claimed invention. See 37 C.F.R. § 1.104(a)
concerning the Examiner’s duty to consider and use any such information. Applicants
respectfully request that the Examiner make the listed references of record in the file
history of the application, and consider the information contained therein during the
prosecution of this application. _

Pursuant to 37 C.F.R. § 1.97(b), this Information Disclosﬁre Statement is being
filed before the mailing of a first Office Action after the filing of a Request for Continued
Examination. Accordingly, no fee is believed due. However, should the Patent Office

determine otherwise, please charge such fee to our Deposit Account No. 08-3425.

Dated: March 17, 2006 Respectfully submitted,

By Miclede dngan o

Michele Shannon
Registration No.: 47,075
HUMAN GENOME SCIENCES, INC.
Intellectual Property Dept.
14200 Shady Grove Road
Rockville, Maryland 20850
(301) 354-3930
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J37 |Human Genome Sciences’ opposition of EP Patent No 1 146 892 B1 including Annex A. Filed
in the European Patent Office on September 19, 2005.

J38 |Serono International SA’s opposition of EP Patent No 1 146 892 B1 with Annexes | and |l.
Filed in the European Patent Office on August 24, 2005
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J39 |Lexikon der Medizin “Hypertension”
J40 |WALLACH, D. “TNF Ligands and TNF/NGF Receptor Families” in Cytokine Reference Vol.1:
Ligands, eds. Oppenheim and Feldman, Academic Press, pp. 377-411. (2001).

J41 |Corixa Corporation’s opposition of EP Patent No 1 141 274 B1. Filed in the European Patent
Office on June 6, 2004.

J42 |Human Genome Science’s opposition of EP Patent No 1 141 274 B1. Filed in the European
Patent Office on June 7, 2004.

J43 |Genentech’s opposition of EP Patent No 1 141 274 B1. Filed in the European Patent Office on
June 10, 2004.

J44 |Biogen IDEC’s opposition of EP Patent No 1 141 274 B1. Filed in the European Patent Office
on June 10, 2004.

J45 |NARDELL! ET AL., “B Lymphocyte Stimulator (BLyS): a therapeutic trichotomy for the
treatment of B lymphocyte diseases” Leukemia and Lymphoma, 43:1367-1373. (2002).

J46 |VON BULOW and BRAM, “NF-AT activation induced by a CAML-interacting member of the
tumor necrosis factor receptor superfamily” Science, 278: 138-141. (1997).

Ja7 |LAABI ET AL., “A new gene, BCM, on chromosome 16 is fused to the interleukin 2 gene by a
t(4;16)(g26;p13) translocation in a malignant T cell ymphoma” The EMBO Journal, 11:3897-
3904. (1992).

J48 |LAABI ET AL., “The BCMA gene, preferentially expressed during B lymphoid maturation, is
bidirectionally transcribed” Nucleic Acids Research, 22:1147-1154. (1994).

J49 |MADRY ET AL., “The characterization of murine BCMA gene defines it as a new member of
the tumor necrosis factor receptor superfamily” /International Immunology, 10:1693-1702.
(1998).

J50 [GRAS ET AL., “BCMAp: an integral membrane protein in the Golgi apparatus of human
mature B lymphocytes” International Immunology, 7:1093-1106. (1995).

J51 |Table setting out SEQ ID Nos (provided by Opponent |).

J52 |PATEL ET AL., “Engineering an APRIL-specific B cell maturation antigen” The Joumnal of
Biological Chemistry, 279:16727-16735. (2004).

J53 |[MUKHOPADHYAY ET AL., “Identification and characterization of a novel cytokine, THANK, a
TNF Homologue that activates Apoptosis, Nuclear factor-kappaB, and c-Jun NH2-terminal
Kinase” The Journal of Biological Chemistry, 274:15978-15981. (1999).

J54 |Clustal V Alignment of human and mouse TACI (provided by Opponent {).

J55 |BODMER ET AL., “The molecular architecture of the TNF superfamily” Trends in Biochemical
Sciences, 27:19-26. (2002).
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J56 [HYMOWITZ, ET AL., “Structures of APRIL-receptor complexes: like BCMA, TACI employs
only a single cysteine-rich domain for high affinity ligand binding” The Jounal of Biological
Chemistry, 280:7218-7227, (2005), with Tables $1-S4 and Fig. S1 as published in the online
version of this article available at http://www.jbc.org.

J57 |Sequence alignment of “Prosite” sequence (D1) and SEQ ID NO: 10 of EP 1 141 274 B1.
J58 |Further experimental evidence concerning anti-TACI antibodies of [EP 1 141 274 B1] Patent
Example 18 (Zymogenetics’ unpublished data).

J59 |GROSS ET AL., “TACI-Ig neutralizes molecules critical for B cell development and

" |autoimmune disease: Impaired B cell maturation in mice lacking BLyS” Immunity, 15:289-302.
(2001).

J60 |Human Genome Science Inc.’s Reply filed in the European Patent Office on September 19,
2005 in conjunction with its Opposition of EP Patent No 1 146 892.

J61 |[DELVES AND ROITT, Encyclopedia of Immunology. 2" ed. Academic Press Inc. pp 1554-
1559. (1998).

J62 |JANEWAY AND TRAVERS, Immunobiology: The Immune System in Health and Disease.
Current Biology Ltd./Garland Publishing, London. pp 5:28. (1994).

J63 [REED ET AL, “Modulating Apoptosis Pathways in Low Grade B-Cell Malignancies Using
Biological Response Modifiers” Seminars in Oncology, 29:10-24. (2002).

J64 [|HUARD ET AL, "BAFF production by antigen-presenting cells provides T cell co-stimulation”
International Immunology, 16:467-475. (2004).

J65 [NG ET AL., “B Cell-Activating Factor Belonging to the TNF Family (BAFF)-R Is the Principal
BAFF Receptor Facilitating BAFF Costimulation of Circulating T and B Cells” Journal of
Immunology, 173:807-817. (2004).

J66 |BATTEN ET AL, “The role of BAFF in Autoimmunity: Is it just a B cell story?” The Midwinter
Conference of Immunologists at Asilomar, Pacific Grove, CA (January 22-25, 2005).

J67 |DAVIDSON and DIAMOND, “Autoimmune Diseases” New England Journal of Medicine,
345:340-350. (2001).

J68 |JANEWAY AND TRAVERS, Immunobiology: The Immune System in Health and Disease.
Current Biology Ltd./Garland Publishing, London. pp. 12:1-12:19. (1997).

J69 |TSOKOS, G.C. “Lymphocytes, cytokines, inflammation, and immune trafficking” Current
Opinion in Rheumatology, 7:376-383. (1995).

J70 |PANAYI, G.S. “The Pathogenesis of Rheumatoid Arthritis: From Molecules to the Whole
Patient” British Journal of Rheumatology, 32:533-536. (1993).

J71 |SMITH ET AL., Principals of Biochemistry: General Aspects. McGraw Hill Book Company,
New York. pp. 194-197. (1983).

J72 |HARLOW AND LANE, “Antibody Capture Assays-Comparing Antibody Binding Sites Using an
Antibody Competition Assay”, Antibodies: A Laboratory Manual. Cold Spring Harbor
Laboratory. pp. 567-569. (1988).

J73 |WELLS, J.A., “Additivity of Mutational Effects in Proteins”, Biochemistry, 29(37):8509-8517.

. (1990).

J74 [NGO ET AL., Computational Complexity, Protein Structure Prediction and the Levinthal
Paradox. The Protein Folding Problem and Tertiary Structure Prediction, pp. 492-495. (1994).
J75 |ELGERT, K., (1996) Immunology: Understanding the Immune System. Wiley-Liss: New York.
p. 24

J76 |BORK ET AL., “Go hunting in sequence databases but watch out for the traps”, Trends in
Genetics, 12:425-7. (1996).
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J77 |SMITH ET AL., “The challenges of genome sequence annotation or ‘The devil is in the
details™, Nature Biotechology, 15:1222-3. (1997).
J78 |DOERKS ET AL., “Protein Annotation: Detective Work for Function Prediction”, Trends in
Genetics, 14:248-250. (1998).
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J78 |BRENNER, S.E., “Errors in Genome Annotation” Trends in Genetics, 15:132-3. (1999).

J79 |SKOLNICK ET AL., “From genes to protein structure and function: novel applications of
computational approaches in the genome era” Trends in Biotechnology, 18: 34-9. (2000).

J80 |BORK ET AL., “Powers and pitfalls in sequence analysis: the 70% hurdle” Genome Research,
10:398-400. (2000)

J81 |TRIBOULEY ET AL., “Characterization of a New Member of the TNF Family Expressed on
Antigen Presenting Cells” Biological Chemistry, 380: 1443-7. (1999).

J82 |ASHKENAZI ET AL., “Response to ‘Secreted IgM versus BLyS in germinal center formation”
Nature Immunology, 1:179. (2000).

J83 |BATTEN ET AL., “BAFF Mediates Survival of Peripheral Immature B Lymphocytes” The
Journal of Experimental Medicine. 192:1453-65. (2000).

J84 |WARE, “"APRIL and BAFF Connect Autoimmunity and Cancer” The Joumal of Experimental
Medicine. 192:F35-F38. (2000).

J85 |DORNER and PUTTERMAN, “B Cells, BAFF/zTNF4, TACI and Systemic Lupus
Erythematosus” Arthritis Research 3:197-9. (2001).

J86 |SIEGEL and LENARDO, “To B or not to B: TNF family signaling in lymphocytes” Nature
Immunology, 2:577-8. (2001).

J87 |[LIU ET AL., “Crystal structure of sTALL-1 reveals a virus-like assembly of TNF family ligands”
Cell, 108: 383 394. (2002).

J88 |KARPUSAS ET AL., “Crystal structure of extracellular human BAFF, a TNF family member
that stimulates B lymphocytes” Journal of Molecular Biology, 315:1145-1154. (2002).

J89 |OREN ET AL., “Structural basis of BLyS receptor recognition” Nature Structural Biology,
9:288-292. (2002).
J90 |LIU ET AL, “Ligand receptor binding revealed by the TNF family member Tall-1” Nature,
423:49-56. (2003).

J91 |HEPPELER ET AL., “Receptor Targeting for Tumor Localisation and Therapy with
Radiopeptides” Current Medicinal Chemistry, 7:971-994. (2000).

J92 [Genbank Accession No. Q9Y275. (1999).

J93 |DENARDO ET AL., "Comparison of 1, 4, 7, 10-Tetraazacyclododecane-N, N', N*, N"-
tetraacetic acid (DOTA)-Peptide-ChL6, a Novel Immunoconjugate with Catabolizable Linker, to
2 iminothiolane-2-'p-(Bromoacetamido)benzyl]-DOTA-ChLS in Breast Cancer Xenographs"
Clinical Cancer Research, 4:2483-2490. (1998).

J94 |STOHL ,WILLIAM, “Blysfulness does not equal blissfulness in systemic lupus erythematosus:
a therapeutic role for BLyS antagonists” Current Directions in Autoimmunity, 8:289-304.
(2005).

J95 |BAKER, KEVIN P., “Blys-an essential survival factor for B cells: basic biology, links to
pathology and therapeutic target” Autoimmunity Reviews, 3:368-375. (2004).

J96 [|KEHRL ET AL., “Effect of tumor necrosis factor alpha on mitogen-activated human B cells”
Journal of Experimental Medicine, 166:786-791. (1987).

J97 [LOTZ ET AL., “The nerve growth factor/tumor necrosis factor receptor family” Journal of
Leukocyte Biology, 60:1-7. (1996).
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J98 |Molecular Biology of the Cell, Second Edition, edited by Alberts et al., Garland Publishing, Inc.,
New York, pp. 117-118. (1989).

J99 IMARIETTE ET AL., “The Level of BLyS (BAFF) Correlates With the Titre of Autoantibodies in
Human Sjogren’s Syndrome” Annual Rheumatology Discussion, 62:168-171. (2003).
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C1 Waldmann, TA, "Immunotherapy: Past, Present and Future,” Nature Medicine 9:269-277,
(2003).

c2 Janeway, C. & P. Travers. (1994) Immunobiology: The Immune System in Health and
Disease, (Current Biology Ltd./Garland Publishing, London), pp 1:15, 1:16 and 11:19.

(0%) Weinblatt, ME et al., Methotrexate in rheumatoid arthritis. A five-year prospective multicenter
study. Arthritis and Rheumatism. (1994) 37:14982-1498.

c4 Wise, CM et al., Methotrexate in nonrenal lupus and undifferentiated connective tissue disease
- a review of 36 patients. The Journal of Rheumatology. (1996) 23:1005-1010.

C5 Brazelton, TR and RE Morris. Molecular mechanism of action of new xenobiotic
immunosuppressive drugs: tacrolimus (FK506), sirolimus (rapamycin), mycophenolate mofetil
and leflunomide. Current Opinion in Immunology. (1996) 8:710-720.

C6 Goldbium, R, Therapy of rheumatoid arthritis with mycophenolate mofetil. Clinical and
Experimental Rheumatology. (1993) 11 suppl 8:5117-119.

cr Ciruelo, E et al., Cumulative rate of relapse of lupus nephritis after successful treatment with
cyclophosphamide. Arthritis and Rheumatism. (1996) 39:2028-2034.

Cc8 Huard, et al., T cell costimulation by the TNF ligand BAFF. The Journal of Immunology. (2001)
167(11):6225-31.

C9 Kayagaki, N et al., BAFF/BLYS receptor 3 binds the B cell survival factor BAFF ligand through
a discrete surface loop and promotes processing of NF-kappaB2. Immunity (2002) 10:515-24.
C10 | Abbas et al., Cellular and Molecular Immunology (W.B. Saunders Company: Philadeiphia)
1991, pp. 362 and 365.
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